Acute hemorrhagic edema of infancy (AHEI) is a rare type of cutaneous vasculitis. Despite its impressive clinical presentation, it has a very benign course limited to skin and resolves in three weeks. Trigger factors have been reported including drugs, infections and vaccination. Measles, mumps, and rubella (MMR) vaccine has been implicated once before as a precipitating factor by Blasini et al.[@b1-asm-3-254]

CASE
====

A two-year-old male presented to our clinic with a 5-day history of progressive dusky red indurated plaques with a targetoid appearance over the extremities and face. The ears and cheeks were swollen and edematous ([Figure 1](#f1-asm-3-254){ref-type="fig"}). There was no history of preceding infection or medication intake. However, he was vaccinated for MMR two weeks before presentation. He had no systemic symptoms. A skin biopsy showed leuckocytoclastic vasculitis, with fibrinoid necrosis of the blood vessels, extravasation of RBCs, karyorrhexis and neutrophilic infiltrates ([Figure 2](#f2-asm-3-254){ref-type="fig"}). However, direct immunofluorescence was not done. Blood tests were normal including CBC, kidney and liver function test and ESR, but CRP was 17.5 mg/L. Mycoplasma and herpes simplex virus type 1 and 2 serology tests were all negative. He was labeled as AHEI based on clinical presentation and the skin biopsy. He was given a short course of prednisolone 1 mg/kg (12 mg) over three weeks. On follow up one month later, the lesions cleared completely.

DISCUSSION
==========

AHEI is a rare small-vessel leuckocytoclastic vasculitis. Snow et al[@b2-asm-3-254] described the first case in the United States in 1913, but the description of the disease in Europe only appeared in 1938 by Finkelstein[@b3-asm-3-254] and later by Seidlmayer as "Seidlmayer cockade purpura".[@b4-asm-3-254] More than 80% of cases have been reported in children less than two years of age, but it has been reported in children at five years of age and the male to female ratio is 2:1.1,[@b5-asm-3-254] In addition, a congenital case was reported after maternal gastroenteritis six weeks before delivery.[@b6-asm-3-254] It occurs more during winter, which supports infectious agents as a triggering factor.[@b7-asm-3-254]

Children with AHEI usually have fever, nonpitting edema and indurated dusky red plaques with a targetoid or annular purpuric configuration. It affects the face and ears, sparing the trunk in most cases. However, severe truncal involvement has been reported as well.[@b5-asm-3-254],[@b8-asm-3-254],[@b9-asm-3-254] The edema occurs mainly over the face and ears,[@b5-asm-3-254],[@b10-asm-3-254],[@b11-asm-3-254] and is associated typically with a low grade fever in 50% of cases. Despite the dramatic presentation the child looks well and nontoxic. A rare bullous variant was reported in a 9-month-old child.[@b12-asm-3-254] Other uncommon presentations are pruritus, urticaria, conjunctival injection and oral petechiae.[@b10-asm-3-254]

Despite the dramatic presentation, most of blood tests are normal. The erythrocyte sedimentation rate and C-reactive protein can be elevated. Skin biopsy shows fibrinoid necrosis, extravasation of red blood cells, leukocytoclasia. 10% of these patients will have perivascular IgA deposition detected by direct immunofluorescence.

AHEI generally has a benign course with aduration of illness lasting 1 to 3 weeks.[@b5-asm-3-254],[@b10-asm-3-254],[@b11-asm-3-254] However, very rare complications have been reported including intussusception, [@b7-asm-3-254] hematuria, proteinuria, hypocomplementemia[@b13-asm-3-254] and scarring.[@b14-asm-3-254] Other systemic symptoms such as abdominal pain, gastrointestinal bleeding, arthritis and nephritis have been rarely reported as well.[@b15-asm-3-254] Severe articular involvement has been described in one case[@b16-asm-3-254] as well as testicular torsion.[@b10-asm-3-254] Mucosal involvement is rare.[@b17-asm-3-254],[@b18-asm-3-254]

The differential diagnosis of AHEI includes Henoch-Schönlein purpura (HSP), meningococcemia, erythema multiforme, Kawasaki disease, and drug eruption.

The distinction between AHEI and HSP is among the most challenging. HSP usually affects children between 2--10 years with predominant lower limb involvement and minimal edema. HSP commonly has systemic involvement with a 50% chance of recurrence. On direct immunofluorescence, IgA deposition is noted in most cases with HSP. [@b5-asm-3-254],[@b10-asm-3-254]--[@b12-asm-3-254],[@b19-asm-3-254],[@b20-asm-3-254]

Many triggers have been reported. However, no strong evidence suggest one more than the other. Among them are infections, drugs and vaccination. The average interval between the onset of AHEI and the possible causative agent ranges from two days to one month.[@b5-asm-3-254],[@b10-asm-3-254],[@b11-asm-3-254] AHEI was reported after vaccination with Bacillus Calmette--Guérin (BCG) 11, H1N1,[@b19-asm-3-254],[@b21-asm-3-254] Hemophilus influenza type B, diphtheria, tetanus, acellular pertussis, hepatitis B, polio, and conjugate pneumococcal vaccines. [@b22-asm-3-254] Blasini et al[@b1-asm-3-254] reported a 12-month-old male who presented with a two-day history of a purple rash and swelling on the legs, palms, soles, and earlobes. He had a 10-day history of upper respiratory infection, fever, conjunctivitis, and vomiting treated with tobramycin, amoxicillin, and ibuprofen. Approximately three weeks prior to admission, he received vaccines for varicella and MMR.[@b5-asm-3-254] Therefore, MMR vaccine is a probable triggering factor in their case. We are reporting the second case of AHEI apparently triggered by MMR. AHEI was reported as well after specific infections, including adenovirus,[@b23-asm-3-254] streptococci,[@b24-asm-3-254] staphylococci,[@b25-asm-3-254] tuberculosis, Coxsackie virus,[@b11-asm-3-254] Campylobacter,[@b11-asm-3-254] rotavirus,[@b26-asm-3-254] hepatitis A virus, cytomegalovirus[@b28-asm-3-254] and pneumococcal bacteremia.[@b29-asm-3-254]
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